Topic collections

QUESTION:
In patients with bipolar mania who are acutely agitated, how effective are olanzapine, lorazepam, and placebo for rapidly calming patients?
Design
Randomised (unclear allocation concealment*), blinded (unclear)*, placebo-controlled trial.
Setting
USA and Romania.
Patients 201 patients >18 years of age (mean age 40 y, 53% men) who had bipolar disorder, mania, or a mixed diagnosis confirmed with the Structured Clinical Interview for DSM-III-R considered by the site physician to have severe agitation requiring injections and who had a total score >14 on the 5 item Positive and Negative Syndrome Scale-Excited Component (PANSS-EC) scale with >1 individual score of >4. Two patients were not included in the analysis.
Intervention
Patients were allocated to 1 of 3 groups. Patients received 1-3 intramuscular injections. First and second injections >2 hours apart were olanzapine (n=99), 10 mg each; lorazepam (n=51), 2 mg each; and placebo (n=51). Third injections >1 hour after the second were olanzapine, 5 mg; lorazepam, 1 mg; and olanzapine (placebo group), 10 mg. All were given < 20 hours after the first injection.
Main outcome measures
Agitation (PANSS-EC scale; Agitated Behavior Scale [ABS] total score; Agitation-Calmness Evaluation Scale [ACES]) at 2 and 24 hours after the first injection.
Main results
Analysis was by intention to treat with last observation carried forward. Olanzapine decreased agitation more than lorazepam at 2 hours (p<0.006), but groups did not differ at 24 hours (p>0.8) (table). Olanzapine decreased agitation more than placebo at 2 and 24 hours (p<0.025) (table). A greater change in ABS and ACES scores (decreased agitation) occurred in the lorazepam group than in placebo at 2 and 24 hours (p<0.01), but groups had a similar change in PANSS-EC score (p>0.05) (table).
Conclusions
Olanzapine was more effective than lorazepam at 2 hours, but was as effective at 24 hours for rapidly calming patients with bipolar mania who were acutely agitated. Olanzapine was more effective than placebo. Lorazepam was more effective than placebo on 2 of 3 agitation scales. *See glossary. 
